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   ﭼﮑﯿﺪه
-در ژنی ﭘﻠﯽ ﻣﻮرﻓﯿـﮏ هﺎآﻟﻞ اﻧﺪ ﮐﻪﻣﻄﺎﻟﻌﻪ هﻤﺮاهﯽ ﮔﺴﺘﺮده ژﻧﻮم ﮔﺰارش ﮐﺮدهاﺧﯿﺮًا ﭼﻨﺪﯾﻦ  ف:اهﺪاﻣﻘﺪﻣﻪ و 
در ارﺗﺒ ــﺎط ﺑ ــﺎ ( 8611982sr) 3.12p9( و ﻟﻮﮐــﻮس 9739439sr) 1RTCAHP(، 67783811sr) 2A4LOCهــﺎی 
و ﺷـﺪت  DACهـﺎی ژﻧﺘﯿﮑـﯽ را ﺑـﺎ دارﻧﺪ. ﻣﺎ ﺳﻌﯽ ﮐﺮدﯾﻢ ﺗﺎ ارﺗﺒﺎط اﯾﻦ وارﯾﺎﻧـﺖ( ﻗﺮار DACﺑﯿﻤﺎری ﻋﺮوق ﮐﺮوﻧﺮ )
  ﮔﺮﻓﺘﮕﯽ ﻋﺮوق ﮐﺮوﻧﺮ در ﺑﯿﻤﺎران ﺟﻨﻮب ﺷﺮق اﯾﺮان ﻣﻮرد ﺑﺮرﺳﯽ ﻗﺮار دهﯿﻢ.
ﺛﺎﺑـﺖ ﺷـﺪه ﺗﻮﺳـﻂ آﻧﮋﯾـﻮﮔﺮاﻓﯽ  DACﺑﯿﻤـﺎر  ﻣﺒـﺘﻼ ﺑـﻪ  ٠۵٢ﺷـﺎهﺪی را ﺑـﺮ روی -ﻣﺎ ﯾﮏ ﻣﻄﺎﻟﻌـﻪ ﻣـﻮرد :هﺎ روش
ﺳﺎل( ﺑﺎ ﻧﺘﯿﺠـﻪ آﻧﮋﯾـﻮﮔﺮاﻓﯽ  ٢۵/٩۶±۵/٩ﻓﺮد ﺳﺎﻟﻢ )ﻣﯿﺎﻧﮕﯿﻦ ﺳﻨﯽ  ٠۵٢ﺳﺎل( و  ٣۵/۴٩±۶/٩)ﻣﯿﺎﻧﮕﯿﻦ ﺳﻨﯽ 
از روش ﺗﻌﯿﯿﻦ ژﻧﻮﺗﺎﯾﭗ ﺳﯿﺴﺘﻢ ﺟﻬـﺶ ﻣﻘـﺎوم ﺑـﻪ ﺗﮑﺜﯿـﺮ ﺗﺘـﺮا  ﻃﺒﯿﻌﯽ از ﺟﻤﻌﯿﺖ ﺟﻨﻮب ﺷﺮق اﯾﺮان اﻧﺠﺎم دادﯾﻢ.
 yassA gnipytoneG PNS namqaTو از روش  67783811sr( ﺟﻬـﺖ ﺑﺮرﺳـﯽ وارﯾﺎﻧـﺖ RCP-SMRATﭘﺮاﯾﻤﺮ )
اﺳﺘﻔﺎده ﺷﺪ.ﺗﺠﺰﯾﻪ و ﺗﺤﻠﯿﻞ ﻣﺪل ژﻧﺘﯿﮑـﯽ ﺟﻬـﺖ ﺑﺮرﺳـﯽ  8611982srو  9739439srهﺎی ﺖﺟﻬﺖ ﺑﺮرﺳﯽ وارﯾﺎﻧ
/ﺷﺪت ﮔﺮﻓﺘﮕﯽ ﻋﺮوق ﮐﺮوﻧﺮ ﺑﺎ اﺳـﺘﻔﺎده از آزﻣـﻮن DACهﺎی اﻧﺘﺨﺎب ﺷﺪه و اﺳﺘﻌﺪاد اﺑﺘﻼ ﺑﻪ ارﺗﺒﺎط ﺑﯿﻦ وارﯾﺎﻧﺖ
  ﮐﺎی دو و رﮔﺮﺳﯿﻮن ﭼﻨﺪ ﻣﺘﻐﯿﺮه اﻧﺠﺎم ﺷﺪ.
ﺑﻪ ﻃﺮز ﻣﻌﻨﯽ داری ﺑﺎ اﺑﺘﻼ  G-9739439srو  A-67783811srهﺎی ﺎی ﺧﻄﺮ ﭘﻠﯽ ﻣﻮرﻓﯿﮏ وارﯾﺎﻧﺖهآﻟﻞ هﺎ: ﯾﺎﻓﺘﻪ
ﺑﻪ ﻃـﺮز ﻣﻌﻨـﯽ  9739439srوارﯾﺎﻧﺖ  GGو ژﻧﻮﺗﯿﭗ  67783811srوارﯾﺎﻧﺖ  AAدر ارﺗﺒﺎط ﺑﻮدﻧﺪ. ژﻧﻮﺗﯿﭗ  DACﺑﻪ 
ﺑـﺎ ﺧﻄـﺮ اﺑـﺘﻼ  GG-8611982srدر ارﺗﺒﺎط ﺑﻮدﻧﺪ. هﻤﭽﻨﯿﻦ، ژﻧﻮﺗﯿﭗ هﻤﻮزﯾﮕﻮس وارﯾﺎﻧﺖ  DACداری ﺑﺎ اﺑﺘﻼ ﺑﻪ 
ﺑﻪ ﻃﺮز  GG-9739439srﻨﺪ ﻣﺘﻐﯿﺮه ﻣﺸﺨﺺ ﮐﺮد ﮐﻪ ژﻧﻮﺗﯿﭗ ﺗﺒﺎط ﺑﻮد. ﺗﺠﺰﯾﻪ و ﺗﺤﻠﯿﻞ رﮔﺮﺳﯿﻮن ﭼدر ار  DACﺑﻪ 
-67783811srژﻧﻮﺗﯿـﭗ  ﺑـﻪ ﻃـﻮر ﻣﺸـﺎﺑﻪز ﻃﺮﯾﻖ ﻣﺪل ﻣﻐﻠﻮب در ارﺗﺒﺎط ﺑـﻮد. ا DACﻣﻌﻨﯽ داری ﺑﺎ اﻓﺰاﯾﺶ ﺧﻄﺮ 
ﺑـﺎ ﺷـﺪت  67783811srدر ارﺗﺒﺎط ﺑـﻮد. ﻣﯿـﺰان ارﺗﺒـﺎط ژﻧﻮﺗﯿـﭗ  DACاز ﻃﺮﯾﻖ ﻣﺪل ﻣﻐﻠﻮب ﺑﺎ اﻓﺰاﯾﺶ ﺧﻄﺮ  AA
( در ≥%٠٩ﺑﺎ ﺗﻨﮕﯽ ﮐﺮوﻧﺮ ﺷﺪﯾﺪ ) A-67783811srﮐﺮد و ﺣﻀﻮر آﻟﻞ ﺧﻄﺮ ﮔﺮﻓﺘﮕﯽ ﻋﺮوق ﮐﺮوﻧﺮ اﻓﺰاﯾﺶ ﭘﯿﺪا ﻣﯽ
ﺑﺎ اﻓﺰاﯾﺶ ﺧﻄﺮ اﺑﺘﻼ ﺑﻪ ﻓﺸﺎر ﺧﻮن ﺑـﺎﻻ ﺑـﺎ  9739439srوارﯾﺎﻧﺖ  GAو  GGهﺎی ژﻧﻮﺗﯿﭗﻋﻼوه ﺑﺮ اﯾﻦ،  ارﺗﺒﺎط ﺑﻮد.
  ﺒﺎط ﺑﻮد.اد ﺑﺪون ﻓﺸﺎر ﺧﻮن ﺑﺎﻻ در ارﺗﻣﻘﺎﯾﺴﻪ اﻓﺮاد ﻣﺒﺘﻼ ﺑﻪ ﻓﺸﺎر ﺧﻮن ﺑﺎﻻ و اﻓﺮ 
 (، 67783811sr) 2A4LOCهـﺎی هـﺎی ﭘﻠـﯽ ﻣﻮرﻓﯿـﮏ ژنﻣﻄﺎﻟﻌﻪ ﻣﺎ ﻧﺸﺎن داد ﮐـﻪ وارﯾﺎﻧـﺖ ﮔﯿﺮی: ﺑﺤﺚ و ﻧﺘﯿﺠﻪ
ﺟﻨﻮب ﺷﺮق اﯾﺮان در  در ﺟﻤﻌﯿﺖ ﺑﯿﻤﺎران DAC( ﺑﺎ 8611982sr) 3.12p9( و ﻟﻮﮐﻮس 9739439sr) 1RTCAHP
ارﺗﺒ ـــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــﺎط هﺴـــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــــﺘﻨﺪ. 
.ﯽاﻧ ـــــ؛ ﺑﯿﻤ ـــــﺎران اﯾﺮ 3.12p9؛ 2A4LOC؛ 1RTCAHP ؛ﺑﯿﻤ ـــــﺎری ﻋ ـــــﺮوق ﮐﺮوﻧ ـــــﺮ ﮐﻠﻤ ـــــﺎت ﮐﻠﯿ ـــــﺪی:
 Abstract 
Background and objectives: The polymorphic alleles of COL4A2 (rs11838776-A), PHACTR1 
(rs9349379-G) and 9p21.3 locus (rs2891168-G) have been reported in association with 
susceptibility of coronary artery disease (CAD) from several genome wide association studies. 
We aimed to assess the association of genetic variants with CAD and severity of artery stenosis 
in Southeast Iranian subjects. 
Methods: We conducted a case-control study including 250 angiographic proven CAD patients 
(mean age 53.94±6.9 years) and 250 healthy controls (mean age 52.69±5.9 years) with normal 
angiography result from Southeast Iranian population. The genotyping technique Tetra-primer 
Amplified Refractory Mutation System PCR (TARMS-PCR) was used for rs11838776, and 
Taqman SNP Genotyping Assay was performed for genotyping of rs9349379 and rs2891168 
genetic variants. Genetic model analysis was performed to evaluate the association between 
selected variants and CAD susceptibility/severity using chi-square test and multivariable 
regression analysis. 
Results: The polymorphic risk allele of variants rs11838776-A and rs9349379-G were 
significantly associated with CAD. The AA genotype of rs11838776 and GG genotype of 
rs9349379 were significantly associated with CAD. The homozygous genotype of rs2891168-
GG had also been significantly associated with the risk of CAD. Multinomial regression 
analyses revealed that rs9349379-GG genotype was significantly associated with increased risk 
of CAD in the recessive model. Similarly, the rs11838776-AA was significantly associated with 
risk of CAD in the recessive model. The significance of association of rs11838776-AA 
increases with severity of coronary stenosis and the presence of risk allele of rs11838776-A was 
 associated with severe coronary stenosis (≥90% stenosis). Additionally, the GG and AG 
genotypes of rs9349379 were significantly associated with increased risk of hypertension in 
hypertensive subjects compared to non-hypertensive individuals. 
Cuncolusion: Our study indicate that the polymorphic variants of COL4A2; (rs11838776-A), 
PHACTR1 (rs9349379-G) and 9p21.3 (rs2891168-G) are associated with CAD Southeast 
Iranian population. 
Keywords: Coronary artery disease, COL4A2, PHACTR1, 9p21.3, Iranian patients. 
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